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November 20, 2002 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane,‘Room 1061 
Rockville, MD 20852 

RE: Docket Ntimber 02N-0466 

The American Academy of Pedjatrics (AAP) and the 57,000 primary care pediatricians, 
pediatric medical subspecialists and .pediatric surgical subspecialists we represent 
welcomes the opportunity to comment on the research protocol: A Multi-Center 
Randomized Dose Response Study of the Safety, Clinical and Immune RespoAse of 
Dryvax@ Ad@$ster&d to Children 2 to 5 Years of Age. The Academy supports and 
believes that this study should be conducted. 

Predicated on the level of risk of exposure known at this time to public health officials, 
the Academy, in’its September 2002 “Smallpox Vaccine” policy statement (attached) 
asserts that the ring-vaccination strategy is the ‘recommended avenue for dealing‘ tiith a 
smallpox outbreak. However, as the proposed method of delivery (5 jabs) of the 1:5 
dilution of the c!rreritly licensed smallpox vaccine has never been tested in children the 
Academy recommends that the currently licensed vaccine needs to be tested under these 
cirucumstances. Additionally ongoing attempts to develop a safer and more effective 
smallpox vaccine’should continue ‘and should be supported. Smallpox vaccines 
including those presently available and those developed in the future should be evaluated 
for safety and irnmunogenicity in children as well.as adults. ” ’ 

,. 
The impetus to test’smallpox vaccine in children arises from two separate risk scenarios. 
The first is the perceived or actual risk of a terrorist incident in which smallpox is 
disseminated in this country; the second risk for children is the possibility that, in the 
absence of a terrorist i~nci~@rt, the vaccine will be offered to the public on a voluntary or 
universal recommendation basis, The Academy believes it is unwise, and may be 
unethical, to offer a vaccine to children, either on an emergency or‘volunteer basis, that 
has not been tested in children. 

In light of the risks outlined above, the Academy answers the questions specifically posed 
in the above named docket pursuant te ,HHS regulations at 45 CFR 46.407 and FDA 
regulations at 21 C!FR 50.541’ I^ / ,.. j_ ; “. -. 7 ; ;,: .” I ‘^ I . 
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l)“%%it dare* the l&et+@ benefits.ok’>he r&w&h, if any, to the subject; tind to 
children in 'gehcd ? Given the unquantifiable risk of smallpox exposure that is- at this 
time small but greater than zero, the benefit to the subjects is immunity against smallpox. 
The benefit to children in general is an understanding of the efficacy and risks of 
smallpox immunization. 
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2) What are the types and degrees Of rii$ that this research presents to the subjects? 
a) The children in the study are likely to have limited, localized side effects (fever, pain, 

swelling, headache, nausea, fatigue, muscle aches). 
There is ‘a stir& ri$ bf ~~si@ific&t”&%&!& k&t (SAE) (disseminated vaccinia, b) 
eczema vacc&W, encephalitis, keratitis) . The SAE” cati bk &&<ed (except for 
keratitis and encephalitis) with vacchiia inimp- ‘$obuliti (V$@ ‘and stiffikient 
amounts of VI% are currently available to treat the number of children who would be 
studied in the proposed protocol. The risk o%S&&i‘&~~~&r~i *(u&&e&&)’ “- .. 
population is approximately 15 per one- million., The population in the research 
study will be ‘pre-screened. 

3) Are the risks to the subjects reasonable in relation to the anticipated benefits, if 
any, to the subjects, and the importance of the @o~~~dg& &at u&y r&son&ly be 
expected to reeultf! V$j& an‘accurate,.assessmen of risk is difficult for $.&li‘ci*%%%h Y ’ 
officials to know with any degree of certainty, the info&&on f&n the federal 
government can be construed to indicate tl$ Jhq r@&, of a terrorist incident is real. 
Coupled with the; p&&&j; that t);e ‘government may make smallpox immunization 
available to the g&era1 public, the benefit fr&ri &ialrpox in&u&ation to the child and ^. ,. 1 , -1 :, .I. , ., ~. . ‘ 
knowledge from such immunization for child&n’ixi’g&&& is great. Specifically, we _ ._ _ “. ., _). ._ .: . .\,a I. 
need to determine &i%i&~‘do% and safety m child?en in the event that immunization 
is necessary or offered. 

4) Does the research present a reasonable opportunity to further the understanding, 
prevention, or aII~viatio~‘o$ a”,&io& pr&lem affecting the health or welfare of / , _. .‘b; , ._ “, (..,I 1 *s 
childr@$ A$$ jj%%“&e risk of a smq!lpox incident or the risks inherent in offering 
smallpox to the general population without first det&tii&ng the efficacious dose in 
children, we believe there is great opportunity to learn from this clinical trial to further 
the understanding, prevention and alleviation of a ,&%$i~ h’&&fi &k foi children~ 

Sincerely, 
” . 

E. Stephen Edwaids, MD, FAAP 
President 
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